used much less frequently in the UK than has bromocriptine, but it does represent an alternative method of reducing growth hormone in patients with acromegaly who, like our patient, are unable to tolerate bromocriptine and are not suitable for further surgery or radiotherapy.
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A patient with a 29-year history of Whipple's disease and associated arthritis is reported, in :-"hom rod-shaped organisms had been previous!y Identified in the synovial membrane as well as ..n the small intestine (Hawkins et al. 1976 ). Despt.te therapy, an intermittent inflammatory arthritis, Systemic symptoms and elevated acute phase P~oteins persisted. Further synovial and rect~1 bIopsies demonstrated the presence of amyloid deposits with characteristic congo red and thioflavine-T staining. The identification of~he material as amyloid was supported by specific ICase presented to Section of Rheumatology & Rehabilitation, 14-15 May 1982 . Accepted 9 March 1983 0141-Q768/83/110963-{)3/SOl.00/0 positive immunofluorescence to both the P and AA components. Electronmicroscopy of the synovial membrane demonstrated both intra-and extracellular masses of typical amyloid fibrils. This is the second case report of amyloidosis developing in Whipple's disease and the first to document it in the affected joints and gut.
Case report
A 59-year-old man was first seen in 1969 with a 16-year history of migratory arthritis of his large joints and a 6-month history of diarrhoea. weight loss, abdominal pain and pale offensive stools. Jejunal biopsy showed typical microscopic features of Whipple's disease, with short, broad and clubbed villi containing macrophages filled with PAS-positive material. Electron microscopy (EM) showed typical rod-shaped organisms. Treatment with tetracycline improved his joints. his weight increased and his abdominal symptoms disappeared. Over the next eleven years he required antibiotics, intra-articular and systemic steroids (2-5 mg prednisolone daily). his arthritis following a remitting course. For most of this time a raised ESR (22-35 mm/h) and raised C-reactive protein (CRP) (30-85 g/I) with a normochromic, normocytic anaemia (haemoglobin 10.0-12.8 g/dl) were noted. A synovial biopsy taken in 1975 showed rod-shaped organisms on EM (Hawkins et al. 1976) but no evidence of other articular disease or amyloid deposits. Antibiotic therapy was changed to erythromycin, and repeat synovial biopsies between 1975 and 1980 did not show any organisms. His antibiotic was stopped during this time.
In 1980 he developed cutaneous vasculitis with a purpuric rash and weight loss. No organisms were found on jejunal or synovial biopsy. A raised ESR (68-90 mm/h), CRP (80 g/I), IgA (7.8 g/l), circulating immune complexes and a thrombocythaemia (l 000000 X 10 9 f1) were noted. He had a good clinical response to high doses of steroids (30 rug/day) and erythromycin.
Further problems in 1981 were bronchopneumonia and hepatomegaly, the ESR and CRP remaining greatly elevated. There was also evidence of impaired renal function (blood urea 9.3 mol/l: creatinine clearance 61 ml/min), He was therefore investigated further and a rectal biopsy showed the presence of congo red staining material in the submucosa. Synovial biopsy showed extracellular material staining with congo red, with slight apple green birefringence under polarized light. Indirect immunofluorescence using monospecific antisera to tissue amyloid A protein and P-component showed specific extracellular reactivity ( Figure I) . Electronmicroscopy of the synovial membrane showed dense masses of linear fibrils within fibroblast-like cells and also associated with pericellular collagen fibre bundles. The fibrils were approximately 10 nm diameter, but their length was variable with frequent crossing over of adjacent fibrils to give the 'chopped straw' appearance typical of amyloid ( Figure 2) .
The patient remains on treatment with erythromycin, steroids and diuretics and undergoes regular review.
Discussion
AA amyloidosis may follow inflammation ill many diseases and it is probably related to-tfie intensity and duration of the inflammatory stimulus. It may occur in inflammatory arthropathies such as rheumatoid arthritis (Rosenthal & Franklin 1977 , Bacon et al. 1979 , ankylosing spondylitis (Benedek & Zawadski 1966) , psoriatic.
arthritis (Bork & Holzmann 1972 , Qureshi et al. 1977 and in polyarticular gout (Rubinow & Sonnenblick 1981). It may also accompany chronic inflammatory diseases of the bowel such as Crohn's disease (Cohen 1967) , but has only once been previously described in Whipple's disease (Sander 1964) . In this case it was found in lymph nodes and other organs but not in the gut or joints.
Whipple's disease is a chronic inflammatory condition associated with the presence of organisms, possibly a Cell-wall deficient alphahaemolytic streptococcus (Clancy et al. 1975) . Recurrent or persistent infection (as seen in our patient) may stimulate a continuing elevation of the serum precursor of amyloid, serum amyloid A (SAA), as well as altering the degradation process of the precursor. Although SAA was not directly measured in our patient, acute phase proteins (C-reactive protein, haptoglobin and orosomucoid) were persistently high. In juvenile chronic arthritis, C-reactive protein levels have been found to reflect disease activity, persistent elevation being an indicator of subsequent amyloidosis (Gwyther et al. 1982) . Tan & Epstein (1972) suggest that lysosomal enzymes have a dominant role in production of amyloid fibrillar protein. There was marked increase in size and number of Iysosomes in the synovium in our patient (Morris et al. 1982) , which could account for its local deposition. Sander (1964) also put forward the hypothesis that the elaboration of this abnormal protein might be induced by antigenic stimulation by the microorganisms found locally. Small deposits of amyloid have been found in elderly subjects (Goffin et al. 1981 , Egan et al. 1982 but, in contrast to the. present case there was no evidence of systermc amyl oi d~si s; and the genesis of such deposits~as attributed to the effects of localized mechamcal stress.
On electronmicroscopy, intra-and extracellular amyloid fibrils were found in association with fibroblast-like cells, a relationship also noted by Ladefoged (1982) in a study of amyloid .in the hip joint. This author and Bywaters & Dorhng (1970) also found amyloid associated with bu?dles of collagen fibres. The intracellular amyloid fibres described by Ladefoged (1982) 
